INTRODUCTION

Synergistic interactions between two different types of immunologically competent lymphocytes, thymus-derived (T cells) and bone marrow-derived (B cells), have been shown to occur in litmoral immune responses(I-4). Whether such
interactions take place in cell mediated immune responses is less clear. Recently, a number of reports have described synergistic reactions between different lymphoid cell populations in the production of graft versus host (GVH) disease (5) (6) (7) (8) and in the production of delayed hypersensitivity lesions (9) (10) (11) , two forms of cellular immunity. In only one case, however, was there evidence that both cell populations had immunologic specificity (6) . In that case, neither of the interacting cell populations were B cells.
It is well-known that in the reactions of delayed hypersensitivity, lymphocyte (almost assuredly T cell): macrophage interactions take place in which the role of the macrophage is nonspecific (12) . That macrophages are derived from the bone marrow lhas also been well demonstrated (12, 13) . Furthermore, in GVH reactions it has been well demonstrated that foreign lymphocytes (in this case it has been shown that these are T cells) (14) (15) (16) (17) (18) (19) interact with host cells (some of which have been shown to come from the bone marrow) in the production of the splenomegaly which is associated with that disease. This has been interpreted to mean that the B cell in this case fulfills a role similar to that seen in delayed hypersensitivity lesions, in that it is nonspecific (8) . However, it is alternatively possible that the foreign T cell acts as an antigen recognition cell that activates B cells to perform autoimmune reactions. For example, it hlas been slhown that tolerant animals lhave B cells wlhiclh are (uite capable of making antibodies against the tolerated antigen if they are activated by nontolerant T cells (20) (21) . The possibility that a similar situation coukl exist in GVH reactioils is strengtliened by the observation thiat these reactions are muclh easier to produce in newborn animals than in adults (22) (26) . They were examiined daily for signs of rejection.
Assay of graft versuis hlost activity. Spleens were lharvested on day 14 as previous studlies lha(l sliowIn this was the time of maximal splenomegaly(7). They were weighedl as were the mice from whichl they came and the results are expressed in terms of spleen/body weight ratio.
Statistical anialysis. All statistical analyses were performed using Student's t test.
RESULTS
The first experiment we report tests the requiremeint for foreignness of the two cell populations (T cells These experiments indicate that the presence of increased numbers of syngeneic immunologically competent lymphocytes, either T or B, does not increase the splenomegaly resultant from their interaction with foreign thymocytes. In the following experiment we tried to demonstrate some immunologic role for the syngeneic cells by another means.
We reasoned that if the increased spleen weight reflected a generation of immunologically competent cells, then these cells might be able to produce GVH splenomegaly on their own upon transfer to another recipient. Thus, we gave two groups of CDF, mice 350 R of X-irradiation. One group was then inoculated with 1.5 X 107 parental thymocytes and the other group received the same number of parental tlhymocytes plus 1.5 x 107 isologous spleen cells. Two weeks later, the spleens were harvested and weighed; spleen cell suspensions were then made and reinoculated into other sublethally irradiated F1 recipients. Three different concentrations of spleen cells were given to eight mice each. There were: 1.5 X 107 cells, a 1:3 dilution of that and a further 1:3 dilution. These secondary recipients were killed 2 weeks later and their spleen body weight ratios were determined.
There was no significant difference in results between the groups getting the tlhree concentrations and tlherefore the pooled data are presented in Fig. 1 At this time, all the mice were killed and spleen cell suspensions were made. Some of these cells, from both groups of mice, were then treated with an anti-theta serum and guinea pig complement. Controls were incubated with complement alone. After treatment the cells were inoculated into CDF1 mice that had received 350 R of X-irradiation. Two weeks later the recipients were killed and spleen/ lbody weight ratios determined (Fig. 2) .
The results slhow that spleen cells from both groups of animals were able to produce significant splenomegaly. The splenomegaly was not significantly greater with the spleen cells from animals which had been reconstituted with thymocytes. However, in both groups of animals the splenomegaly was significantly reduced by treating the spleen cells with the anti-theta anti-serum. Thus, althouglh cells from putatively thymus-deprived mice could produce GVH splenomegaly after they were immunized to the antigens in the F1 host, at least a significant portion of tlhem contained the theta antigen, and therefore were most likely T cells wlhich had not been eliminated by our thymus-deprivation (27) . (1 T-C3H) ( 
DISCUSSION
The experiments reported were designed primarily to test the possibility that some form of cell-mediated autoimmune potential was conveyed to syngeneic (F,) cells when they were induced to proliferate by parental thymocytes in GVH situations. In the course of these studies we confirmed previous reports that tliymocytes and BMDC can synergize in the production of GVH splenomegaly (7, 8) . In addition we noted a new finding wherein parental thymocytes and F1 cells, either spleen (Fig. 1) or LN (Table 4) , acted "antergistically." ("Antergy" is a more proper antonym for synergy than is antagonism, and avoids the implication that one cell acts in opposition to the other; a more complex series of interactions is possible.) This new findling has been analyzed in detail in a separate communication (28) and our primary concern here is with its effect on the interpretation of the data. The question we lhave asked is "does the interaction between parental and lhost (F1) cells, whiclh occurs in GVH reactions, confer any ALL GROUPS % RAD. CONT. CONTROL autoimmune potential on the host cells?" Since the interactions we reported wero synergistic in three experiments and antergistic in two others can we compare interexperiment results? We can if we assume that the increased splenomegaly in any given experiment is dlue to increased proliferation of host (Fl) 
SUMMARY
The nature of the interaction between parental thymus cells and various host cell populations in the production of graft versus host (GVH) splenomegaly in stublethally irradiated F1 recipients was investigated. Both synergistic and antagonistic (antergistic) reactions occurred. All F1 populations investigated (lymph nodes, bone marrow, bone marrow derived spleen, adult spleen and newborn spleen cells) affected the GVH splenomegaly produced by the parental thymocytes. The immunologic consequences of these interactions were investigated.
Retransfer of spleen cells of F1 mice undergoing GVH reactions gave no evidence that the parental:F1 interactions which resulted in increased splenomegaly yieldedl any increased anti-F1 immune potential of the cells in the spleen. Spleen cells of thiymus-deprive(d C3H mice which had rejected a DBA skin graft had increased GVH potential in CDF1 (C3H x DBA) recipients, but this was mediated by theta-positive cells, most likely residual T cells. Thus, we suggest that parental:host cell interactions in GVH (lisease do not convey significant cell mediated autoimmune potential to the host cells and that the proliferation of bone marrow-derived cells as a result of the attack mounted by parental thymocytes is immunologically nonspecific.
